The average daily alcohol intake was natural logtransformed to correct for skewness. A multivariable logistic regression model with the log-transformed alcohol intake as a continuous independent variable was evaluated to compute the conventional epidemiological ORs, which were adjusted minimally and fully for the same covariates as the previous analysis; only the drinkers with a calculated daily intake were included in the prediction (n=976). The two-stage control function estimator approach [1] was performed, in which the rs671 genotype was used as an IV for alcohol intake. We assumed an additive model, in which an increased number of G allele of rs671 predicted an increased consumption of alcohol. First, linear regression was fitted using only the control participants to predict the amount of alcohol intake using the IV. Second, with the predicted values of alcohol intake and gastric cancer case-control status, logistic regression was performed to estimate the risk of alcohol on gastric cancer and robust standard errors, adjusting for residuals from the first stage. The estimated coefficient from the second stage depicts the effect of IV for alcohol intake on gastric cancer. Both stages of IV analysis were adjusted for age and/or gender. F-statistics from the first-stage regression were used to assess the strength of IV [2] , and the Durbin-Wu-Housman [3] statistic was used to compare the conventional analysis and IV analysis estimates. If the null hypothesis of both risk estimates being equal is rejected, this may indicate that there was confounding or bias effect on conventional epidemiological estimates. IV analysis was performed using Stata 12.0 (Stata Corp, College Station, TX).
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